First-in-Human Dose Escalation of Monalizumab Plus Durvalumab With Expansion in Patients With Metastatic Microsatellite-Stable Colorectal Cancer
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Key Inclusion/Exclusion Criteria
+ Histologic documentation of advanced recurrent or metastatic cancer
— For the dose expansion phase, eligible patients had metastatic MSS-CRC,
with documented mutation test during screening indicating no defective DNA
mismatch repair
+ Must have received 1-3 prior lines of standard systemic therapy in the
recurrent/metastatic setting
« No prior treatment with immunotherapy agents
+ 21 lesion measurable by Response Evaluation Criteria In Solid Tumors
(RECIST) v1.1
- Eastern Cooperative Oncology Group performance status of 0 or 1
+ Adequate hematologic, hepatic, and renal function

Study Design
+ This phase |, multicenter, open-label study (NCT02671435) consists of 3 parts
(Figure 2)
— Part 1: Dose escalation of monalizumab/durvalumab in patients with select
solid tumors
— Part 2: Dose expansion of monalizumab/ durvalumab in select advanced
solid tumors, including MSS-CRC

~ Part 3: Dose ion of al
standard of care therapies in patients with CRC
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« Data reported here are as of April 23, 2018
+ We report on Parts 1 and 2

Figure 2. Study Design and Treatment

Part 1 Part 2 Part3
Do
Escalation Expansion Exploration

Monalizumab MTD

from
Monalizumab p
ng durvalumab 1500 mg IV Monalizumab
v Q4w MTD from Part 1
plus
durvalumab
1500 mg IV Q4W
Monalizumab MTD. CRC

from Part 1
plus
durvalumab 1500 mg IV
W

Other solid tumors.

w. 3 QW every 4 woeks.

« Treatment continued until unacceptable toxicity, confirmed progressive
disease, or withdrawal for another reason

RESULTS

Patients

+ Atotal of 15 patients were enrolled in the dose escalation phase, and
40 MSS-CRC patients were enrolled in the dose expansion phase

« For the MSS-CRC expansion cohort:

— 35 (87.5%) patients had 22 prior lines of therapy for recurrent/metastatic
disease

— 32 (80.0%) patients discontinued treatment because of progressive
disease

— Median duration of follow-up was 6.6 months (0.3-14.0)

+ Patient demographic and baseline disease characteristics of all enrolled
patients are shown in Table 1

Table 1. Patient Demographic and Baseline Disease Characteristics

Parameter
Median age (range), y 69 (33-76) 55 (23-79)
Male, n (%) 30) 25(63)
Race, n (%)*
White 13(03) 36 90)
Black 10) 16)
Asian 0 30
KRAS mutation, n (%) — 23(58)
Median no. prior agimens (range) - 30(1-11)
Prior systemic therapy n (%) - 39.98)
Prior radiation therapy, n (%) Z 13(33)
Prior surgery, n (%) - 3178)
*Race no avaiabi foron patent i heescalaon phase
Safety
« Safety profile of plus is similar to

monotherapy profiles
+ Dose escalation completed with no DLTs; MTD not reached
+ AEs in the MSS-CRC expansion cohort (Table 2)

— The most common AEs were abdominal pain, decreased appetite, pyrexia,
and vomiting

— The most common treatment-related AEs were arthralgia, AST increased,
hypothyroidism, pruritus, and rash
~ Three patients experienced treatment-related grade 3/4 AEs
* SAE (grade 4 sepsis), resolved
" Grado 3 AST increased, ongoing 3 days when patient wthdrew from
study

* Grade 3 lipase increased, resolved
— No fatal AEs or AEs leading to treatment discontinuation were reported

Table 2. Safety Summary (MSS-CRC Expansion Cohort)

Preferred Term

2 1AE a7 (92.5%)
Abdominal pain 10/(25.0%)
Decreased appette 7017.5%)
Pyrexia 7(17.5%)
Vomitng 7(17.5%)

> 1 reatment related AE 22(85.0%)
Attralgia 3(7.5%)
AST increased 3(7.5%)
Hypothyroidism 3(7.5%)
Prurus 3(7.5%)
Rash 3(7.5%)

> 1 grade /4 or SAE 13 (32.5%)

> 1 treatment related SAE 1@5%)

> 1 treatment.related grade 314 AE 3(7.5%)

Fatal AE o

2 1AE leading to discontinuation of monalizumab andior durvalumab 0

AE, adverse event; SAE, serious adverse avent.
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Clinical Activity

+ Changes in tumor size for MSS-CRC patients and duration of treatment are
shown in Figures 3 and 4

+ In MSS-CRC expansion, there were 3 confirmed partial responses (PRs) and
11 patients with stable disease (SD), including 3 patients with tumor reduction
who continued therapy for >200 days (Table 3)

+ 8 patients (20%) had nitial tumor reduction

Table 3. Clinical Activity in the MSS-CRC Cohort, Response Evaluable Population®

Best overall response, n (%)

R 0
PR 3P
so 11 (28)
P 22(56)
NEINAS 3®)

Overall response rate, n (%) [95% Cl] 3(8%) [2-22)

Median duration of response, weeks (95% Cl) 161 (15.9-NE)

Disease control rate at 16 weeks, n (%) [95% CI] 12/(31) (17-48]

1

includes 1 pationt wity
a1

frstpost baselne sease assessment

R PR, partl
D, stable disaase; NE. not evaluable; NA, not avalable.

Figure 3. Change in Tumor Size in MSS-CRC Patients in the Expansion Phase
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Figure 4. Percent Change in Tumor Size From Baseline and Duration of Treatment
in the MSS-CRC Expansion Cohort
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Conclusions

- In this firstin-human study evaluating the combination of monalizunmab
plus durvalumab, the dose escalation phase showed a manageable foxicity
profile, with no DLTs

* Preliminary efficacy data show encouraging activity in patients with heavily
pretreated MSS-CRC o

+ The dose exploration phase in palients with CRG is onaoing

« Monalizumab is also being investigated in combinatian with etuximab in
pationts with previously treated recurrent or metastatic head and neck
squamous cell carcinoma (NGT026435501
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